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Expanded Wide-Open State Analysis
HISα320 is a critical residue proposed to play an integral role in the urea hydrolysis mechanism for K. aerogenes and B. pasteurii ureases 1,2 and displacement of this residue is thought to be essential in reaching the wide-open flap state, allowing urea access to the active site. The corresponding residue in H. pylori urease is HISα322. Figure S1 shows that in the flap that achieves the wide-open state, the HISα322/GLYα47 separation starts around 8 Ångstroms, close to the value observed in the closed flap state, but as the simulation proceeds, the separation of these residues reaches a maximum of 20 Figure S2 ). This separation is also observed to narrow over the last quarter of the MD run and begins its decline slightly earlier than the 
Ni-HIS Distances
One of the mechanisms proposed in the literature for the hydrolysis of urea by K.
aerogenes urease involves HISα320 on the flap interacting with the bridging hydroxide. 1
This hydrogen bonding interaction with the histidine is thought to be critical for urea Flap 8 S14 Figure S10 : RMSF for H. pylori urease dimers 9 (blue), 10 (red) and 12 (green). 
